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mmmmm 

1 , Ti-tl ©...Of. .Ixtstsnticai 

MTXTLrRSS OF DROG-QUGOMBR COMPRXSISG 
POUVALi^yLENE GLTJCOL, USES THEREOF, SSO MBI^HODS 
OF SAME 

coraprisiag a<ifug oof^ted to aa oiigomert^sat comprises a poiysikyieije giycoS moiety. 

2. Th« mtxnire accordmg to Ciaum 1, u^ereiu the pal^lkyksx glycol moiety to 
at least 2, 3 or 4 jsoSyaikyi«w jiJycoS subunits, 

X The mixture according lo Claim I, «4iereia the polyaricyleae gtyso! aioiety has 
-e^ist S 6 poij-'alkySsnc gjycoi satoits. 

4. l"he mixJure accojsiiag to Oaim I, wterttis the polyslkyiene giycoS moiety has 

St least 7 posyslkviene glywi subnnits. 

5. Use inixiiire accordimg la Ciaiffl 4, whaxin the oiigonser is covately coupled 
to th«! Sm^ 

6. The tfOKiute accordmi^ to CJaiiti 4, wh«»in the oIigata«r 0Kih«r coiatpdses a 
lipt^hilicmwcty, 

7. The mixture seconding to Ciaitn 4, wiseteia the polyaikylens glywi moiety i$ a 
lower a&yi poiyttikylease glycal snoicty, 

8. Hm! mUiUK! accctcdmg la Ciaioi 7, wheiun She lower aUcyi poiyaikytme 
glycol moiety js s polyefeytens giycoi moitty. 

9. The tmxtufB acconJiflg lo Cisdro 8, wbetcin the oiigotuer &rtij«r fiemprises a 
lipopiiiiic naotety, 

10. T!» mixture according to Qsim 7, wilwein the iowsr alkj^ pclyadkyieae 
glycol Hjoioty is a poijyropylwje gEycoi moiety. 
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30. Tbt mixtee sccorfiag to CJains J, wjieiwji the dtug is » poiypeptitisi 

3 i , Th« itBxtam sccorditig to Qma 30, wherem iJie poiyp«ilsde is seiected fiom 
aj« group cooaisttag of gdrsnoeortisotropw Jwtmooe peptides, rfreaonieduffia peptides, 
slkloststinpt^udes, »m^pst>ddei$, amyloid beut-protebs &s^m«st|i^tid«s, sngloiensiR 
ptpMe&i anttbiotic peptides, isnlisiintc polj^wptiiies. antx-nticrobta! peptides, apoptosis 
related p^tides, atrial natriwetjc p«pti*Kf> b»g cett peptides, JKffidwsm peptides, baae GLA 
p<^jidss, bnirf>4doiB peptide, braia natriwsJk p^tides, C-peptides, C-tj'pe oatritiretie 
peptides, caldlonm pepiides, calcitofnia gHie reiated peptides, CAjElT pepddas, casomorphin 
peptides, chenioiactic p<^sides, tholecystokisn prides, colotty-sfimulatjng factor peptides, ' 
corticortropb reiessiag factor peptides, cortistsUio peptides, cytokii» peptides, dwrooiphin 
peptide, dyijotpbia peptiiies. KjdoipbSn jwptides, endotbefis peptides, ETs reei^tof 
anvEgomst peptides, El^raeepEoraatagijnist peptides, enJcephaHa peptides, fibrs>iieettn 
peptides, gaJanin peptides, g/aUm peptides, gltaagewi prides, G«-8>I associated peptides, 
grow* factor peptides, growth temOTte pq?ttdes, GTP-bbdijjg protein fragmoat piqstideS, 
gttsuyJin peptides, snhibSn peptides, insulin p^tide^i, iaterleuiciK peptides, ktniniu pepSdes, 
teptic peptides, leucokiidn peptides, httekizbsg boimoae-feieastag hoimotse pejjttdes, 
tsiKttcjisiait peptides, smst ceii degraoolatuig peptides, snelanoc]^ (ttBtulaliaj honnoite 
peptides, tnorphiceptia peptides, motiiis pepfides, peoio-pqjiides, neiaopep^d* Y pq>tid«, 
iseurotropii-. factor peptides, oiexin peptides, t^id pqjtides, oxytocin peptides, PACAP 
peptides, pwiCTeastatiij peptides, pancreatic poljiwpt'des, pw^yroid hoimoae peptides, 
pafatttjTOid hotsftone-Klated peptides, peptide T pi^tides, proIactin-Hsfeassag pq>tidca, 
IMptlde YV peptidw, tern sadxtixte p«|ttides^ teeretk peptides, somattHitjitiB pe^des, 
substsncs P peptides, tacbykjiaa peptides, tt»>rotK>iitR-teteiah»g beiwwje peptides, team 
peptide, vssosctive intestiRai peptides;, yasopressiE peptides, and virus lekted pep^des. 

32. The mixture aceordiag to Claas 3 i, whercia tiie oligonasf is covaJesSiy 
eotipJed to a. micieopHiSc lesidtte ot&» ptJlypeptide. 

33. The teixtmt accotding » Claim 3 1 , wheieis the olijiomer fbctfaer compiises a 
lipopbiiie ttsoHety, 
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X The vBxxtm aeaoBlajg to CIsot 3 1 , whweia ifee poJyaUcytatte giysoi moiety is 
a lower s&yi polyalfcjrteae glycol moiety. 

35 The mixtm accoudiag to Claim 34, wtoda fee lower aJkyi poiyslfcylcee 
glycol moiety Is s polyeibyleac i^ycoi meiety. 

36. 1%® msom sccorfiagto Clajas35, whema Urn oligomer ftutter comprises a 
Jipophilic moiety, 

37. Tl« mixture ^cording to C3ato 34, wherein *etew«j«Bcy(|w]y^^^ 
giyes] moiety is A poly}»Qpyi^« glytioi moiety, 

38. libs JKixtare accmsiitjg to CS««a 37. isfeapeiB &» poIyprqpyJeae glycol nsoiety 
is eei&KasL 

39. The Hsixtore atxm&ix>$ ia Claim 3$, -Mterein tbe oli g^er is devoid of & 
UpopitiMc moiety, and &e cotQupts ts amj^phiUcsSy balmoedswlt ttiat It is 
8(j«eous!y soluble «nd abtl« to penmnte btologiesi mml8«i«s. 

40. Hie mixture accoxtiing to Cisnn 1, «^>Bn!iti the digotner is covsJenliy citt^led 
.totijedtug. 

41. nsxtura accwdisg to Claini 1, wbiBicds the oiigotser 
li|mjp^)>c moiety. 

42. lite Buxture scconltog to Ctatm I, wberaia the po^ys^ylesw ^yetA moiety is & 
kmsr sa^l jmlyailQ^ giyettl moiety. 

43. The mixture acoo«£ng to Claiia 43, wbeiffiB the Iow«ra^ 
glycol jxtoiety is « {WlyeUtj^e glycol sioiety. 
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44. Jtm mimts scconUQg to Claim 43, whstm the oHgoissr fbrthef coaipdsa a 

iipophiHc imftiery, 

45. The BHScmre aecosdmg to Claim 42, whasb the lower aJky! polysBcyieae 
glycol moiety ts s polyptopjieae gtyco! EBOiety 

46. T&i! Rjixtiirs according ta Ctatnx 43, wherein >h« potjfpK^yieae i^ycoi moi^' 

47. 'l"hc mixture accordi«g to Claim 46, wherein 8ie oligomer is devoid of a 
Epophiiic moiety, and wherein the eonjugata is anspiuphilically bslsjjced s»ch thai it is 
squeovjsly sotoSe mi ^is to peneteuc biofogjca! mescatsrsnes. 

48. The wixSatc aecstdfag to (Mm I, wfeerettt each eojijttgati! comprises » 
phirsUty of oligomcRS. 

49. The laixtats acccniiag to CJaiitt 48, wSwreia each cU^swr in ilw pltttajity of 
ottgomatsisthBiame. 

50. The nuxtuie aecordiog to CUum I, wttereia tJie oltgeoter eon^riaes! & fust 
]K)IV»!kyteae ^yeol tnotety eovai«fttiy t»t){)i«d to the <^ by a itoo-i^drotysafofe bosd and » 
teeead polyaifeyieas gjyeoi sioi(^ cov»l«atly coupled to dte Stst poiysScyleae ^ycoi moiety 
by a bydEaly28l>fe bond. 

51.. 7hetnjxt8re3ccoidtngj»Ct«mi,wh(»i»atheo]igo»^ 
UpoiAiljc Ksoifi^ covjleanfiy e«K)p{e4 to tJte seciad polyefcytene giyeot tnoieay. 

S2, Tto mixture a<xordi»g to Cte I, whefeiallseeoQj^^ 
aEtiphi^)^c«ny baiaseed nicit thst eseh cocgii^ie is iii)tt«»ts{y Miubie «nd abie to iKoetrste 



53. A phanaaeeuticBl ecmjKsittcai i 
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63. The 3j»5tfure accojdmg to CSaiBi 62, wberein &« oiigomer is ievtM of 4 
fipoj^Hc moiety, ssri whssein the conjugate is arapbLiphiaca^^^ 

aqueoisly sotufeie so<i ^le to p«iettaie bioJogicsi mtanbiaaes, 

64. The mixtuiw atcording to Claim 54, wherein the Srog is a po!yp«ptiiie se3«i i«i 
fiora the group coasiatmg of jutenoeorticcitEOpic hqtinotie peptides, adrencsmesiiillia p«ptides, 
ajlatostatin pq>tid«!, arayKn {!«{«ides, anayfoM bata-prat«a fragm«« peptides, ai^otensm 
peptides, antitttotic pqpddts, Kiiiige»« po£:^ttdes, anti-mcn^aat p<^j4^, apoptosts 
rdated peptides, atrial »atriia«i« p«pti<fes. bsg wU p(^od«s, boiniwsm peptides, baae Gl-A 
peptides, lsrsiJy{di»in pcprid^, teain aatritttstie psptides, C-pcptidcs, C-typc natriaretic 
p«p!i<Jeis, «alcito«in peptides, cafcitaam gea« related peptides, CART peptides, casoasorphin 
p<j>tides, ciierootsctie peptides, ciwlecystoSdaijj pq>tidcs, coJoBy-stimutsling factor pepades, 
coiOioiHttopiR x«t«asang &sMoi pqiiidts, coxti«tj)tu( peptides, cytektne pe|>tides. denttotphin 
ptspiOes, dyntRphiB pqXtdea, eitdcnphtts peptidiss, endo^Hit peptidcSi BTa receptor 
sntagoniit peptides, BTb receptor aniagomst^f^tides, ejjkepijaJiu peptides, fiferotjectio 
peptidies, ^snitt peptides, g&ssnn peptides, gSucagon peptides, Ga-RH associated peptides, 
gpjwth factor pq)ti(!i»> growth bonnoae peptides, GTP-binding ptotetn &tgm«tit peptides, 
f^aai&a^ peipHdes, inhibtti peptides, ittntlin peptides, mt«(kukm pepSdss, isausaa p^d^, 
ieptin p«ptid«^ lieocoSdnia p^tides, luteimzntg bonnone-reiessisg iiarmone pepddes, 
aiastopams peptides, aaast cell degranuJatog peptides, tselanocyte itdmalating hctrtstjne 
peptides, tnorpfeio^fa p^tides, moiijin peptides, neuro-pepsides, neiKopeptide Y p^ttdes, 
nesaottopic factor p^tides, orcxin peptides, opioid peptides, oxytocin peptides, PACAP 
pe^dfiti, pan««s«talia peptides, twncreatic pot^p^tid^, ptusathitoid bomtiHGte peptides, 
par^ytotd lionnose-ieUtted pqjtkfea. pej|>ttdB T peptides, pwkctin-ixleasKis F^<l<»> 
pq>tide !tT peptides, renin substrate peptides, sectefin p<^i£des, somatostjiti]! peptides, 
substsnce P pqjtides, tachykinia peptides, thjucw^jBi-reieiBtng honaone pepti As, toxin 
peptides, vasoactive istestinsi peptides, vxtopream pejriides, aitd vims reiated pqttide$. 



65, A mixtitre of ««t}))gates eadt emtipdsttts a drug cov^iiid a ptdymeir 
cotnprisasg a poljfaticytegae ^yeal mamy, wjjenaaflw mixftire has a dispessity coejSeieat 
(DC) greater tOt,GOO where 
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74, The Biixfiiia according to Claim 73, whetcin the oiigom® is devoid of a 
{i{»phiSc amiety, md wherem ik£ tonjugme is ansph^lically belsnced such that it is 
aqiu^tisly sohibte «d «bIo ta pmetcatB t»)ol(^cs) inem)x«^ 

75. The mixture accontiag io Claim 65, wherein tite tJrug is a j>oi>'pepttd« ssiecfoti 
torn the group consisting of aiireaocortitotropk honnone psptides, SMfeeoomadiiRitt peptidss, 
atiajostttin peptides, ajisylia pcpiides, imyUsid beta-proiein fragment peptides, angiojeasin 
pi^titto, atthbioUc peptides, atsiigetuc polyp<^!ides. atjts-miorobial peptides, apoptosis 
«tl8t«d ptjrtidws, atria! naJriuretk pitpudess, bag ceJ! peptides, bombesin p^ticJes, bune GLA 
pepSdes, brady}dniftpe?»tidfis, brain aitrjurettc peptides, C-peptides, C-type nsmufetic 
peptides, calcitonin peptides, calctioain gesw related pi^ides. CAST pepsidss, cascnaoiplaa 
peptides, chemotactic pepftdes, cbolecystokinin peptides, cotony-stimntattng factor peptides, 
cordcortiiDptn releasing fjicttir peptides, cortistaiirt peptides, ej'tokine peptides, dertnoiphiin 
peptides, d)W)rphiB p^Xides, endotpfam pe^des, endotlteiin p^ttdes, ETa »c(^cor 
Mtt^cmi;^ pq>^«s, £7b nsseptor tutti^»£$t pe^d^i, oikephalkLpepii^, Stotnectia 
pep&isi, gaiantit pq|>tideji, giattm pej^ides, g^agtm psptides, <3a>SH asaodaUsd pq>ttd«i, 
growth factor pt^Sdes, growth hontstme pqpttdes, (yn*-^>inding proseio fw^fratatt peptides, 
jtianyiin pejHides, a&ihki pejrtides, wmlm peptides, ioterieuldu peptides, lamiina pejstides, 
]q>tm {wptideg, kuet^nsis peptides, Itttetnizmg l»n»«>ne>(«kasing bomtoiie p^tides, 
mastapMtBSL peptides, mast cell degranuiattsg p^ttdet^ ineJaa«scyte si&nsMng hoimone 
peptides, mtupbtceptiu p«})tides, motiUn peptides, seufo^pepttd^ ««wop^d« Y pq>ttdes, 
aeuTi^sropis ^torp«^des, otexin peptides. i^icidiM^stidfis. oxyiocin peptides, PACAP 
peptides, pancre»tati» {Nqrtides, paacteaic polypeptidesi ^mShyoM hmmone prides, 
paiatbyroid hoimoitfi-ieletedpeiitides. peptide T peptide^, pmLu^Hceteitsaiis peptides, 
pi^de YY p^^des. mm st^trate p^tides, seowtts peptides, somatostatin peptides, 
lubsnace P pe^Hides, tttcli^ttja iM^tides. itQfrottapitHeieasmg honacax: pepddes, toxin 
pi^ptides, vasoactive ttstestisal peptides, vastqtresstn peptides, a»d viras leJated peptides. 



76. A nttxtttre of cotyog^ iq w&teb tatSx coajtt)^; 

comprises & dntg eotipied fo m a^fpmer, w& 

has the same anmlwr of polyftBgfleae giyed subanits. 
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peptides, dynorpbin peptidts, enntoipian pcpfedes, eodothelja peptides, ETa rector 
antagonist pefjttsies, ETfe t«cq>taf sntagoiiisJ peptides, eaJcejjhaSapejjtides, iSlsfoaectia 
peptides, gatamn p^tides^ gutm peptides, giucagoa pts^ts^ €Sa-SH ftssociated p«{iiides, 
grow& factor pepddes, growth bomKme pqjrides, GTP-biading pi8t«in fiagsnent pejrtMies, 
gaaHylin peptides, iishsbio pq>tJdes, imiim pejrtidcs, kterieakia pepttdtes, Imdmk pepti<Jes, 
!«ptm peptides, kucolcmm p^ti(l«s, Istdnixiag itoanoii«'re!ea$iag lictmaae p^tities, 
KLastqparan peptttks, mist e«U dsj^canulsdsg p«ptid«», melaeocyte s^u!ati»g htmnone 
peptides, mot|»hic(^tttt peptides, motiiitt pe|pH(ies> tiB^pq>ti(S«3, neui <H)«{»tide Y peptides, 
tmtrc^t^e factor peptides, orexiit pep&ies, opioid pt^tidn^ oxytQCin. peptides, PACAP 
pq?ti4ea, jsaocreasmtfa peptides, pancreatic polypeptides, parBihjtoid homiofie peptides, 
patathyroid honnone-felated peptides, peptide T peptides, pjrolactia-reies&inK peptides, 
pqptide YY peiptides, renk substnas peptides, sewetin peptides, staaatostatm peptides, 
substance P pepddas, tachykinin pqitides, thyrotnipia-relessK^ honssone pqitides, toxin 
peptides, y«sosciive integtina) pejttjiies, vasopresan peptt^ and vitas related pepttdeg. 

85. A eoixtute of conjugates k which each eoxgugste has «he wme moiecitlK' 
weigjht and has the fonmtis; 

Dtsg£s-^~{3r-H«-Crr"S^«™<?V— (A) 

whfitwn: 

Bis a bonding ii8»<^ 

L ss a linker ttsoieiy, 

G, Q' and G" are iBdividuaily selected spacer «KM»sties; 

H is a ttpopliiiic moiety and R' is a pdlyt^leoft glycol moiisty^ or R' is &e Hpophitic 
moiety aad K ta the poiys&yieae ffiotety; 
T j« a ienosoating jwjiety; 

h, i, j, St, m and a are bdi vidually 0 or 1 , wifh tfee promo ihaS when R is fee palys&ylaw 
gljfco! moiety, m is i, aad when R' is the poij'aitcySeae gi>wol moiery, n is 1 ; and 
p is an jjiteger &«» I to the Burdser of awleoplsiiic resftdwes on fee dnsg> 



86. Then»ixta»«cec*4jogtoCtoim83,«*eremfc«polya&^^ 
a lovrar alkyl potysBcyleae moiety. 
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87. Hie mkture SBeordisg 0«m wlien^ the Sower iSScyi pcty»tkyl«s« 
glycol moiety has at lesst ? potyaikylese giycol sabemts. 

S8, Ths tssixtUfB acewdiog to Claim 86, w}iet«i« fee lowfflr affcyS jiol>s8fl£yletie 
^ywl moiety is a poiyethyl©)* glycot aoiety, 

S$. Tbes>hiU3reac<xscdisgtoCb&rt£S,«itet«b: 
R U the poiyethyieoe giyc9i motety, 
K'isi Spophilic msmr, 

90. Tt» mixtaw! scoordJng to Claim 8S, -wfeeroa: 
R is s Upoj^c Btoi«ty; 

k ihs potysthyiexie giyeoi maiet}^ 

nandsaare l;3tt<i 

91. Vb» njstftjwf acewdiagto Cteim 86^ whcnsia she lower slkyl polysBt^^ease 
glycoi aoiety is a polj^topyienc giycol itwkty. 

92. Jk6 mxvotn ac«onik>g tc Claim 91 , the poiypmpyieae glycol ntoiety 

R is the poiypK^yJeoe glycol momff. 

mis I; 

i» j, k asd D we 0; «ad 

each eot^tigatt ia &« mixture it jnoph^iieaUy bshaced ssseh. that each conju^te is 
BijBfiously 9o!;^l« and able to penetrate bioic^al awnjbiaaes. 
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94 The mixtHie accor^tsg to Ciaisi SI, wh^n th« ^nig is » polypeptide selected 
from tbe group coiisMitg of adrenoeoi«icot»>pic liomtose peptides, adresomc^liin peptides, 
silatoitfaitin pqitide^ smyfin p«pddB9E, amyloid beta>proEeia&sgment peptides^ »igio6»)st» 
|K!{stid^ aatibiofe pqjUdes, jajtgeijic potyp^des, snti-nsiaobi^ peyades, ^ptosis 
Tttisted peptides, steia! jjstriuretic peptides, hag sell peptides, botnbesisj j>^tides, boise <3I.A 
p^Mes, hradyiim peptidas> htm uatrimietic peptides, C-pepttdcs, C-type amime^c 
peptides, ealsiiocifl peptides, calcitonin getw related peptides, CART peptides, casomotpfetn 
peptides, chemotKtic peptides, choJecysteAatijB peptides, coJooy-stanulating fectar peptides, 
«aticortr{^fe r«Ieasiag factor peptides, eortisimssi peptides, ejtoidtie peptides, detmotphin 
peptides, dyeotphb peptides, endotphin pegi&iti, voMSnelia p^ttot, ETs nKeptor 
antagonist pqtttdei;. £Tb leei^torttntsgoiust^fides. e&kt^halis pt^tides. {ibranecttit 
peptides, galanin peptides, gBstrin peptides, gltwagoD peptides, Gk-RH associated peptides, 
gtowth &ctor peptides, growih homotte peptides, GTF-biadbg proteia ftsgmeni pepiides, 
guaayJiB pcpudes, aaabin peptides, insalitt peptides, ititerieukaa p^tides, toaiaiu peptides, 
%£ia p^tides, ieueokiimt peptides, lutetsizatg lu>nno)te>reIeast{q[ Isonntwe pqttidess, 
siastop«aii peptides. tsj»t eeU degmuilattBg peptides, nteitmoeyte siimsMttg feotmcne 
peptides. nKSplacepftia peptides, luotiiin p«^ides, ceuro-peptides, jseuiopeptide Y peptides, 
neurotropic factor peptidM, orexin peptides, opioid peptides, oxytocia pspSdes, PACA? 
^ddeSi pancrsasti^ p^ttidss, pancreatic polypt^tides, parathyroid hosrtione peptides, 
paiath}iaid konaoose-related peptides, peptide T p^tides, prolacan-tsleadng peptides, 
peptid« YY peptides, leniB sibetnae peptides, sectetiit p^tides, somstoststiii p^ttdes, 
ttibiStasce P peptides, tach:0ctiu& peptides, tbi^tvopin-reieasiag homooe peptides, toxin 
peptides, vasoactive mteatmal peptides, vast^i^fin pepddes, sod virus related p^tides. 

95. A pioiiegs &r syattolzing a; siAstwtisSly motwdi^pwrsed mxwK <tf 
ccEtsjugstes esdi coftjugtte eomptising a drag coupled to mt olSgomesr that compnsea a 
polyetbyteae glycol moiety, said process con^smg; 

resctitt$ a substantially isKsnodii^ietsed mtxitae eamprisi»g etjtspottads having the 
stntctBice of Fomsak !: 

R'COCjK^VO-X* (I) 
wherein R' is H or s SpopiaSe tijoiety, m is from 1 to 25; and X* is a poative 
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with a sobatasJiaiiy laoaods^essed mbdate &m?tiiwa$ compoasds bawssg i&e stja<*jw of 

wherste is H or a %op^ moseSy; isjd a is jEtem 1 to 25, 

polymestj having the stmcture of Fcnnuia HI: 

R^(OCjH*U.45R^ <m); 

aed'S'ating the sutetaatiaUy mofSfHisspwsed mixaaB conapfssiiig poiycaers of Fotrnvjla 
IQ to provide a substantisBy raonodispersed raixturt of a«tivat«!} poiymets e^afck of 
re«;t{ag wtb a drag; and 

t«actit3$ the su1>sta»aEiiy mo»o<lisp«(s«d mixtare of activ&ted ppiynten mta a 
substaniisiJy tnonodii^serswi uaxSJW of drugs aadcr condiijons sttflScient to jirovuie 3 
substsntialiy monodi^rsed mtxtute of casju£tt«i eecfa compdsing a dreg canjtied ta m 
oti^mer &at «ompri««$ a potyethyia^ glycol um^ with nrnt subuaiis, 

«st«sr of a fatty »cid t»<H«^. 

Si?. The pmeH sccwding to C;«n> 96, whmjjs th« j&tty acid maiety or the ester 
of a acid i8<H«ty lum^ntts ffi sjjQ't siotety St L«M 5 cad^ 

Pt. The ptocMsi accotdiBg to Claim 95, wfeiKeia R* is « methyl groi^. 

reacting a jR^tattrntisJly tnonodta^tttned ntixtam craoipmiag lum^usds b&viitg &e 
StnjctosB! of Fonnata V; 

wj& a m6tiiaa«sn!feB;01afii<ie mdcc soBditions sufficient to provide s suijstaatia!!y 
ssoftodti^ennd tdxtute eCHX^tdsisg coxtqwunds faavtng the stnicnire of Fonnais Ih 

too. 7]iepn»essa(»oniing to Claim ?5,&ither^c^^ 
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lbs present juventicm retetes U> drtig-oligomer conjagatss, 

B»ekgm»ad Of T^e ^»VM»tit>« 

VimrnzceaikaWy active molecutes sa<^ protsiBs m& {»>!)^«:pt3des have been 
woijjKgaied wi-ji poiydisjjetsesi laattwes of potyetSiytec ^'ycu! ot pol>i3fspefsed irjxvuies c;f 
pal^ethytene glycoi costaintng pot^esES tt» provide pcljihs^vrssu x^cres oj'iimg-oligofHer 
cc»^\igatcs- For estampte, U J. PitotNc, 4,179,337 to Davjs ei ai, jjroposcs cofijugatnig 
potyp^tfdes soch *& insttlir. tnth vidoas poiyeihylexte glycols such as MFBG-1 900 ar>(i 
MPEO-SOOO sappfied by Umoa Cabiite. 

V,S. Psteet No. S,56?,422 to Gr«efi wa,M proposes the e««jHgsttoo of Woioj^cslty 
active nueI«op!al«s with poJyethyiejie giwois such as m-PEG-OH (Uniaa CsrSsiiJe), whicb 
has ft nusober svenigs molecular weight of i,CCO D&itoas. 

U>S- fmnt No, 5,40$,^T7 &> Gi««iwal(J et al, proposes reaetrng Jj-oviiw foemogiobiti 
with thtjusolidtne tbloiie activated ?BG, whi<^ was poiqjared usutg m>P£G carhoxytic add 
haviKg a nm»bw average molecular weight of 3,000 Dalions, 

U.S. Pater.t No. 5,339,030 to Eto►^^rib« proposes cctijugaticg pcjK-peptides sucii as 
inaalin wiiik poiye(4j)4«je giycoJ mo<}ifie<J gjycoltptd poiymers and potyetiiyiaae giyco! 
modt£ed &tty acid poiymes, I» 1^ pstesi, tiw ttwuber averagtt taolecular wet^t of 
polymer »»Uti»g &tm each eoffibhattoa is pnri^ted to lie in th« rss^e of &aca about 500 to 
sbottt !C,OOODa3£on3S. 

PEG is typicaliy prodocad by base-cat&Jysed rirsg-opedBg poJyKienzatJon of ethytee 
oxide. The icac^oa is imtisted by ^yit»e (sdtte U> ethyleac glyeoU ^Sth pctasstmiit 
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hyAioxsds as aatiiysL This proesss reseils in apofydjspss^ a»x«tte of polve&jiene giyw! 
pofyiam h&vbf a ntu»b^ aversgs moiectUar weight withm a gives trntge sf tnslecslar 
wet^Ks, For exampK PEG products o^ssred by Sigsaa-AVincii of Milwaafcee, Wisajnaa 
jiRsvided in pdydtspersed medtttw such as FEG 400 (H> 38«W20); PEG 1,000 {Mb SSO- 
1,030}: PEG 1.50C (M» 1,400-1.500); aadPEG 2,000 ^ 1^2.230), 

li: k c^estrabk io provide ncsn-polydispetsBd i»ixt(»«« of dnig-oHgontffl' cat^ugates tbat 
comprises poiyalKylese ;|^yecst. 

A mbttare ssf dtug-oKgemer caajaj^ eemprismg {wiysS^eae; gtj«o) accarding to 
OTbodtments of the present iitventicra m»y ejffcfisit ittgljer <« vjvo activity than a pOiydispws&ti 
SBXiwre of amiterconiugstes, where fke paijtiispenied ujixairc feas ifee same numte average 
stoSecular wei^t as the mixtttre acccttdtttg ta tihft |»r««d tnv«^«Ht, This twtgbtmed mm^ 
stm^ tmUt ia lower dc$age lequirmienis. MOreovw, a isixiure of diag-oUgom^ eoitjugates 
compnstsg polys&ylistte giycot accorsiing to «i»bodsm«!«s of&e pmeai imeation may be 
moiK «:Sfective at sttrviving sn In vitm model of inteaHnai digestios ^tts poiydt^med 
mixtures of similar «mjugs^. Fur^nsnsoxv, s snxttuv of <&ug-olt{^n3«r conjugates 
ccatsjnismg poijradkyleass j^ycci Bcc«>rdiag to exalifidiitntials of the fH^simt mvesjdda may 
vm^ tn ksa inter-stsbject variMiiiity tim polyiSsperaed mixtures of simiiar cosjttgates. 

Aocordmg to easbodiniAtits of the presejit fevemwn, a s>ibsrar,t!aJ!y monodispemd 
jokture of c-onjugates eseb comprising a dnsg eoi!pI«i to «ligomer tlxst catRpr.ses a 
]>olyaikyieKe giyca) moiety i$ provided. The mtxtore pre&mbly is a mocociifpefseti mtxture 
and. mom pre&rilbiy, u a {mreiy nsomxilspeatsed mtxlure, TiK polyaUcyteiie giycol moiety 
pre&tably has at least 2, 3 or 4 potyaiScyiene glycot sibtauti. Mast pre&n^Iy, the 
poiyalkyieae glycol mwety ptefesabJy has at least 7 poiyaJkyletsc glycoi saSswsits. Tha 
poiyaScytene glycol moiety i«prefet»t>ly a poJyethyltne giycai jnoiety or polypropytene 
jj^ycoijuoicty. ThcoKgomffprefetidjlyJiatflief ccra^ptjsesalq^^^ Use coajugfflSc 

is {tte£$n^ty an^hiphiiicaUy baiattetd sucli d»t &e eonjugsta is aquocHisly soiubis and ^le 
to penetrate btoiogica! membrsmes, Tbe oitgcmer may cooiprise a &st polyaikylese glycol 
jnoiety eovaleatty ooi^itel to the <jrag by t nosj-hydBilyzabte b«nd as4 » aecond poiyaDtylene 
gjyool raoiety eovaleatty coupled to fee &»t poiyaBcyiene gtyco! aoofe^ by a hysiroiyKable 
bojsi. 
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According to otiser emb<Kiijnent3 of &e pre&mi invefiuon, a substiintisJiy 
ssjBiKiis^exiied tsikturc ofcoBjuptes is provided wkere e^h conjugate compiles &<img 
CQupted to m oUgomer mciudtng a poSyaikyieae ^ycot mok^, aod tbe mixture iias iut jit 
viVe activily tint is gtesifflr Ujati the m vtvs activity of a polydispetsed inktwe of <irutg- 
oU^Mner cot^atesiavijig the saine aumbet ivmge fnoiecy Sar wd^r as the subsojHiaay 

AiiXiaikt$ ts stiU other asbodifflom of the presemt tnvcntten, a sui^IsitiaUy 
itu>Bodi9^!ers«t jsdxveat «r coietjagaffil is ptovtdftd whesce c«»^«gate txmpmtts a drug 
coupled io as oligoma iijciudrng & }»!yatkylene glycol moiety, wd !he mixnirs has an tit 
v/ifv activity ibiU is grtiater (tuta ^ m viiro activity of s |>otydii{iet«ed siixture of drag- 
olifpmer coit|tig»tes having tbs same notntiecaverage moiMttiar weigbt as Ha $(ii;$tantiaity 
mot«KSspers»d mi^ttwe. 

Acconiisg to other emliodimeots of the pnaetit aivcittian a suJwtaafiBlly 
atosodti^teraed mkmnn of si^jupies is iwovided where each conjug^ cem^ses « dtvtg 
ODij^pSjsd to a» oligoimef mcludiiig a p«lysr<tyle«e gJycol maiety, and ihe isixtuie has an 
incresKed resissancs to degtsdafitra by ehytuotrypsijj when C0Kip»t«J t» tfae resistance lo 
degtadatioa by chymotrypsia of a polydispacstti iaixta« of drag-oiigomef conjtj^ies having 
tits tante »ui&!w avmst^ mokcotar w«tght t» fte s&siaaMly motuxUi^pmed tnixture. 

Accordtng to yet sfther embodiments of flw pt^ent utvettiiofi, a aob^aniiaily 
laanodispffirsed mature of con|agat«s a provided where each co^ugate cofuprisss s dmg 
ttoupled to 80 oligomer including a polyalkyleite glycol tnoiety, ami the mixture an. fflwr- 
si^ject vanaj)iy ty that i£ ieg$ than fi» ixMf-»bjeet variabiiity of a {)oiydisp«r«ed ttuxntce of 
dnig-oligom«r conjugates havtog tfae :same mmSm svm^ moleettisr mtj^ as the 
jB*»taBtiaJJy moaodi^jcrsed mixmre. 

AccowSng to stilt other etnbodimeots of the ptesem iayisatioB, a jmsxtvire of cory agates 
is isrovided wh«e esch coajugate iaciudes & <inig coupied to an oiigottier that comprises a 
poIyaiJc^e glycol moisty, sand the mixture has a molecalar weight distxibutien imth a 
standatd deviation of less ibaa ^ut 22 Daltoa*. 

According to yet other etnbodintents of ihe pcesffiitt iavaotiiKU a aaixttire of coi^'ugatss 
is provided where each coojtigste wiciudea a dtv;g coi^ied to m oSgoswr that oonspdses a 
polyalkySase slyesi moiety, and (fce tnixture Itat a di^rsity cceilcient (DC) grest<» tiisa 
10,008 where 
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wherem; 

tt is 6ie tiumbef of dif&fsnt usolecuiles k the sanspie; 
H is to tusrcilief of ^ sioieeules is th« sait^; md 
i» the mass of llu! j"* znoiectile. 
Asewding to eth«r etnbod^eats of the p«s«a[t invention, a mixtote of ccnjagates is 
piovidsd ia which each «»jug«e mcbides a dtiig cosqjlcd to an oligomer and has the same 
siimlHar of poly^itstse glycol stibumts. 

According to stiJi other emboiisKieata of tlte ptesem invearioe, a iiiixmre of soniagates 
is provided in vk^iieh each asnjugate hK the satsie raoSecalar wei^t sind io* th* foftnuia: 



B is a boodrng moiety; 
L« a lisksr moiety; 

a, G* and G" a» kdividtudly setdcted s^er moieiies; 

R is a Spophilic nwisty asd R' is a poJyslkjteae glycol moiaty, or R' ia tiw iipt^lic 
moiety smti R is the polyalkyleBe gJycol ««»«ty; 
T is a terfcjaatbg moiety; 

h, 1, j, k, m sac B arc indmdu&Uy 0 or i , with the proviso that wbea R is &e polys^raw 
glycoi taoiety; m. is 1, and whea R' is the polyaikyletw giycoi moiety, a is 1; aad 
p is as izitegiir fiom i to to tmsibtx of Mid«o{^iic residues OS ih^ 

?banB3i»atiGal con^iositiatu ooapriamg coojagate njixtsres of &« jtresent toveision 
as mU as metods of treating e disease stste in a $id}jec ( to aeed of such Stea&nettt by 
8(tejija«t«nJ!Jg aa effectsve amount of sMch ptemnaceutieal compoaiiions are aUo provided, 
AdtHiiotialty, methods of sysdu»tzisg coi^ugate msctuies are provitkd. 

Dmg-olijismet' eoq})i$>te suxtim aceoRtmg t» embodiments of ti»! preasst invesiiaa 
n»y jfwvidc inereased m viva activity aad/or lowered iutar-subject variabiSJy w&ca 
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Figure Ui&m H?LC trase (HPLC gradisat: 50% to 90% acetomtrilc is 30 Bunutss) 
of the GOsjugaOOT s^actioR iliuatiated ia Flgore 10 usiiig 2 6<ju»vaient» of activated ^JPEGfi 
aUgwnm and 5 eqttivKtenis of scdvated MPEOS oligometa; 

FJg«r« IS is sa EPUO ttsss (HPLC godisot: 0% to 9m aeeJomtrite k 20 iniisutas) 
of the C8nJ«gatiOK rejKiiois tlfestrajftd m Hgtt« 10 using 30 equivaJaats of activ aieti MPEGS 

Flg»re Hlsi MAlDf speetrs of tise «aJ«p4j<HJ rescJioa ilijtsftn^ed itt Figare 10 
ostng 2 equivalents of activated M?EG€ oltsoiRm; 

W^rt 17 is ssR HPLC ttace {HPtC gr^^t: 50% to 70% *e«om!rife ta 30 nsiotttes) 
iaustraticg a pamai purtfication of Stie i»odBct of the conjugatioo rsactsoa of Figure JO using 
5 «qu{va!enis of activated MPEG6 oligomers; 

Figure } S is a M ALDI ^c!ra of fraction B &om &e psitisi puri ficadoa iJlaatrated k 

Figure 1^ i$ a MALDI S|>ect»of Sractios C dom the pardaS piinficatmiiiistrated in 
Figure 17; 

Figure MALDI ^inef i!;«:tlffi» D and £ from die partial jturiSeadon 
iUastratediaFl^el?; 

iWmmtdvaTigartlT, 

Fl^ur« 22 » «» elecosspray epeettk of the teaetioiii mijctm« $om tbe cotgu^ation 
naeticti inustnted itt l^ure 10 wtittg 30 etiatvaleats of Activated MBUGG oitgomm; 

Figure 23 is sn VIPLC trace of a coBjugation mactiofi of b«n»tt growtit hormone wiih 
the sctivmed oiigomer of Figure ?; 

Wlgam 24 is sa I^LC trace of » cotsjagaliani nauctioa using one equivaiesat of hatnse 
ffstvfiii homiOBe aad two eqttivaloata of ihe activsted oSjgffioei of Slgure 9 accottiiBg to lia 
present taveotjott corajwred with « HPLC iiwe of toimaij igrowife homMaje, which does not 
Ibnn jMttt of !&e present tavwitton; 

SIgttrt 3S is « HPl£ trace of a conjugidoa reaction tsssng oo« equivalent of Susaae 
j^wth bottnone md five equlvsksns of tfee activated oiigomcr of ftgiire 8 aeoati^ io the 
pwias»t iBvcBtiois compared with m WfW trace of Itttmaaa growth IvHSKue. which dws not 
&Ha part of the pasessent tnveatiati; 
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Siustotin^ &e iovssdon, and are not to be consixuiid as limiting the scope inventttmas 
<ie6aedbyfeeeist!as. 

As hemca, the tenn "Bonrpaly^aUfmatA" ii wsed io desciitte s mixtrae of 
coisjpoamis bavbg « sU^imity that t$ ai contrast to &e t)oly(Ii$p«se4 ssixtorei descried is 
VS. Pateat No. 4,J 79^37 to Davis tt aJ4 U.S. Pataat No. 5,567,422 to GreeHwrfd; U.S. 
Ps8«ot No. 5,405,877 to Opseawald «t d.; and U.S, Psteut No. 5,359.036 to Ekwrobs. 

M \3istsi bema, the t<sn» "sufoslanttalfy mot«3dl;^e>sed" » itsed to desctitie a nux^ars 
of compounds whoratn «t !mt aaoot 95 percent of the wtrspom&i ia tie mktuR! have ^ 
same atfiiecular wdght 

As used herem, the tesm "monodispersed" js ased to describe a idxture of compotands 
wfeoceJn abftut 1 00 psfcent of the compounds itj the mjxtare have the sarae moiecujar weight. 

As «sed hmtm, the itm "substanikJfypttrely mMKXlispejsed" is used to describe a 
mixture of compcuads herein at ieast ^ut 95 jwrcent of the cots^tmds in tJie jBixtare 
have to sasie moiscular weight and same jnotecuiar strictare. Thm, a suijatantialSy purely 
monodiaperMd mixtsK ia a sabstaatiaay monodisp«%sed mixtiws, bst s substsattaUy 
nmodis{ie(sed Jiiixti>re is not necessuily a substaiUisiiy puiely s»>Ha(tis!>»5ed mixttae. 

M used hsttm, the Uam "purely Btonodfiajperacd" ia used to describe « mixttoa of 
contpmmda whereat about 10-3 percent of &e compoumJa iit 4e mixtwe Isave the same 
moiectilar weighi ami have the mass moieeular stnustttre. Unu, a ^«re}y {»om!di9|)er3ed 
irdxturtt it a monodii^ttssed }mxt»K«, but a xnonodispestsed tnixture ta »at necesaanly a poreiy 
ntcnodtapct^stsd mixtiurt!. 

Aa uaed herein, tli« tenn "wei;^ avetage moleeuisr weii^t* ts ^fined as the stsm of 
&e ]pro«htct« of (be weight firactton tar a gtvet molecttie ia &« mixtucs times tbe mm of &s 
moieciiie ibr each tnoiecvde in tiw xt!3xt<s«. The "weight av«t^ molecnlar weigbt" ia 
n^pMasoted by tiw s^nbfil M». 

As used herein, the t«tm "sumber vma^ mokeular twrtght" is de&ted as the total 
wetglit 0 f s mixture divided by the nuraber of rtsolecal^ in th« mixtars and is represented hy 
(he symbol M,. 

As used herein, the term Mispersity coeajcj«tf '* (XC) is defiaed by the formuia; 
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tiwTBpeuJic esteipwies; ACE-inhfcitois; adtt^gfogl drags; MSi-anfjytlimiBs; »us-asthmarics; 

U^smemi imti-h)f«tt«nstve djwgs; aBii-M««Sives; (mti-MsBomtwy sgmtsj anU-Upi<J 

(inip; aj5tt-t«ssives; aat(-iiric«mc drags; sati-nrsi sgeats; acne drugs; alkaieids; anako sckJ 
prepstatjons; aaiaboiic <inigs; sjttJgesics; aaestheiiflS; ajigicjgifBesis iahibfitors; anJacicte; mts* 
arthridcs; antibiotics; snticctagulae^; mdefoeiics; antsobesity<icugs; siitt|ijir3sitics; 
astiptyckiticsi sottpyietiai; ontispastaodtcs; sottthrombotic dmgi; ssxiotytis agents; 8pp<»ite 
jtim«itin»; a^pt^^ tsppmamat betat»lac)dttg agents;; btoitcbadilaton; atrdtavaseuiaa' 
ag«}ts; e«T8&(8i diiaton^ cbetatiag «gests; chctecysb^tiis satsgou^ts; citessotiten^tic 
asents; cognitios activatots; cottfiai^tives; notcmary ttSlators; cott^ s^resmis; 
<i«<»cge$taat»; deodonnUt; (i«rmt««logi«a( agents; dtab«tes agsntr, (iiiaetks; emot!te»t&; 
aazymes; erytStropotetic itassi «^t(«atUt; fertiUQ' sgsiUis; &sg!cktes; gwitFQintestjiisl 
agtsnts; gtowth regulatots; k>xR)0«e n^tecemeitf agetsta; hypecgiycume a^^ fa.:^f]flli«s; 
iij^glycemic agents; laxattves; tmgraise tteatmenis; min«»l st^iemeata; mucotytics; 
mtrcotics, ncuTokptics; msuromascuiar drugs; NSAIDS; nairittonal additives; jsetiphctal 
vssodiittofs; polypeptide; {Kostaje^asdtsa; psyetiotnspics; mm ishibitors; i«spim»!y 
stimiiluita; stausidj^ tlimuiittJs; synipj^t^es; tjiyioid piqps^tioas; tnn^iillzss; uterine 
teUxants; vagiitBtpf^BratitMa; vBsoeonsirictots; vastxiiUuors; veftigo agimts; viunuas; mi ■ 
wcmsA lieaiiitg agcate. 

The drug is preferably 3 ^jypi^ds. N<sa>iit»itmg examples of poiy^pepttdes that 
)s«y b« uaeiy m (ite,j>i«s«>t itivetttion tndade the foifowix^; 

Aife«soeortiootfopi« bonsiKme (ACTH) j>e^^ 
human; ACTH MO; ACTH M3, huaaoj ACIU M6,haman; ACTH M7; ACTH 1-2*. 
taaaan; ACTH 4-iO; ACTH 4-! 1; ACTS 6-24; ACTH 7-38, huimaa; ACTH lS-39. httmac; 
ACTH, fat; ACTH 12-39, rat; beta-cell ttapia<ACTH 22-39); bictinyS-ACTH 1 -24, hiaamj; 
biotinji'ACXH 7-3$, hsmw; eotticostatte, bumatt; ciKtictMst^xt, t^bit; {^fetCQ2)^BLys^ 
Pi»*] ACTH 4*9. human; £Met(0)*J3I.y8», Ph«*J ACTH 4-$, huiaas; N-awSyl, ACTH t-J7. 
l8)ms&;atidebitatuie. 

Adrenome^liia pepdttes iocliiding, but not iimited to, aiiieaom«iu{]m, 
adnnomeduilixt human; adr!m«»BeditUm 1-12, btitnan; atfettkomadttOia 13-52, htttmuj; 
adFOtameduiim 22-52, fasmtn; pio^adiiiitameiiU% 45*92, hunum; pn^adrettometiuHut ) 53' 
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Matostaiin p^tides mctudmg, hat not lunitcii to, ailatostaiin 1; aaatostatin H; 
silattjstatin RT; bjhJ aliatostaSu !V, 

Aiayiin p^tides inciuding, but noi ilinitetl to, scs^-amylja buium; acsty!aS«d 
mtyixn 8-37, r&t; ACU? atnyim aaUtgoiust; AC2S3 myito i)niSj§;onist; amylb 
antagotua; amylut 8-37, iwmatt; atttyJk CEAPP}. cat; «iny&t (oauliaomft or kM m^ii 
potjpept!de{IAPP)); am^iaaoade, hamsis; amylin 1-15 (diabetss-associaed jjef»de 1-13), 
hiunao; at»y1u) 20-29 (lAFP 30-29), hmm; AC^S vsay&n aittaj^niist; aasctytb S-37, humaa; 
arnyiis (lAPP), cat; amyiin. tai; amytm bio^jstyl-amyiln, mt, atsd fato^yi-smySin 

smid«, hmm. 

AmyhU hsbt^mm fisgment peptides itictudn^ but sot limitet to, AMeitnei's 
disease iwSainotcia {2-28 {SPIT); ansytoid beta-pioteia 25-35; arayJoid bcta/At-piwteai 
jfrecursoi' 328-332; amyloid bet3/A4 protein precatsor (APP) 3 19-335; amyloid beta-protstt! 
t-43; amyfoid beta-protein 1-42; sartytoid b«a-pfOtem 1 ^0; amyloid b<ta-^tot«in 10-20; 
amyloid b«a-{Mrt>teis 22-35; Alaheimert diaesse beta-proteja (SP28); beJa-sanyioid p^tid* I - 
42, tat, beta*amy}oid peptide I -40, »t; beta-jsmyloid \-U; bet»-amyloid 31 '35; b«t»>3myk)id 
32-35; beta-amyioid 35-25; beta-«]a){oid/A4piot«apr«cmor $^UO:t)et«-ainyiatd 
{maaorprotwa 657-67$; beta-smyifiid 1-38; [GW'j-AlsdJwitter'sdiaeasebeta-prstesj^ 
[Glii* *3-beta-au>yio«t 1-40; |G!a^}-betfr~«ny1oid 6-40; ooa-A lialft ctrnqtoeent ef AMetmnr's 
disease amyloid (HACy- P5, (A bete 1 7-40) AMseimet's disease snayiaid J^ptide; and SAP 
{s«um arayloid P coroponeat) l$4-204, 

Angialtinafn peptidta inclodiKg, b8t J»t linutsd tt», A-V9; AJa-Pro-GJy-angwtensta 
n; (Qe'jVai^-wgiotoieis B; anj^oteosts IS ant)p<^!tide; aD^ogaoiii gagsteat 108-122; 
ai^ogeds 6agment tOS-t23; angiotcaain I cdfiyatttDfraazytne iitlalator, uigiettmin 1. 
jHttnsn; aagiotesasin Iconvertiag srayme subsiraJe; wjg?oh!B«n 11-7, h»»n«n; aagiopefslin; 
a«8?otetssin n, human; angiatensin II aatipeptide; angiotensin H M, inHoan; ac^otemin II 3- 
S, Itttman; an^otcosin U 4-S, ItumaB; ac^teosin U $-i,imDm; aagiotensm HI (p)cs-Aap']- 
aii^atessat IX}, hanun; angiateiiatn 01 inhibitor {Pe^]-angiab»asSn 10); an^tetssitt- 
CQRvci^ cmytns mhtbilor (Nso(huim«s jsitcri^itenis); {Asn', Val^-angtoteBsin !, 
»s«»eja»h; (Asa', Vai* A«*J-snj^o(«SHa I, sateou; (Astt', VaJ', Gyj-aagiotcasia I, eel; 
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|Asa', Vsd^J-ai^otensm 1 1-7, eei, geossfisJj, saimoo; lA$n\ %'aj'i-an^ot«isHi II; biotiftyl- 
sngiotensts f, hofflan; biatiayJ-angiotensiij H, hanjaB; hiotmyl-Ala-Ala-AJa-angiotflnain II; 
Pcs-Asp'j-^tgiotsQsm I, hmmi [p-«iEk»phen^alad&e^}-8)igiateisun H; teuk substmie 
(ssgioeeRstnoiiec {•13), human; pteasgjoteasEno^ 1*14 {reattn <stsi»&ste teiiadecj^^tide), 
hamaa; tenia sisbsffate {etradecapepSsie {asgiot«osinogfia t-W), porcijje; fSar'^aagioteasiti 
n, [Sar*>mgiatcnsiB H 1-7 amide; [Sar', Ala'^aiigioitaisia S; [Sai', fJe'j-sisgiDteasb II; 
(Sax'. Thr'j-aBgiot«win S; [SxK Tyr(M8)'|-«is^oj«Jsm K (Sani»«ji); £Sar', Val^, Aia*)- 
mgiotmsin IT; {Sar', I!e^>-«tgiotensa) IH; syntEu^c tettadeis^tkte rcttm substrate (Ho. 2^ 

I; [Vai*. Asn'}-imgiotejisin I,li«llfrog; md [Va{', Ses^-angiotetssm I, fowi. 

Aati'biotic peptides includiflg, but nos JjEsited to, Ac-SQNY; bacteaecia, boviae; CAP 
37 (20-44); carbonnethoxycarb{»oyi-DPi»'D?he-OBK!; CD36 pepade ? 1 39-1 55; CD3<S 
peptide P 93-1 10; cecrapiii A-raelitsin hybrid pt^jtide [CMI-?)M{2-?)NH3|; «ci>jpm fi«e 
add; C YSCB2i)34 CD fi«^«it 81-92; defeosio (human.) HN?-2; dwxaas^in; 
tmnumostimttlattng pep^, bomtn; lactoiemem, bovine (BLFC); ntdsMgnsm spaaet. 

Anttgsmc po>};pq;>tit!tsi!, wfoJch cm tMi Ba er&anced mimttne xtss^xam, ettecQ as 
tmmune response acd or C3ss« en imniaatziiigly e{f«ctiv« )aespon$« ta diseases snd/of disease 
causing agem IttcSudiog, but mt limited to, adeeovtroses; asdstx; Bordetelb p«rtU5Sus; 




taxoplajsmosis; <iitMs«n«; encephalitis; eBtoratOKigemc £. coii; Ependn Baxr vin»; cqoine 
efic^)httl)li$; equiseiid^setijom msmin; eqaim tnfluenzB; equine pseumoitia; eqmse 
liinoviiBs; Escl»riciuJi«(iii; fcHsis kuJcEtnia; flavi><in:s; giobuim; haemopbiluj iaiiaewta (jpe 
hi EaemafMbui tspxustaoK Hissmophilaspeitussis; Helicobacter pyitim hmoiMiaSi 
iiepaittis; Bqjttitis A; lieps^s B; Hepatitia C; iec^ virtues; HTV; HIV- 1 vituset; HSV^l 
viruses HTLV; ia&iaiza: lapasese etuqpiialitis; Kleteiellae i{>edes: UgftmeQa 
pBemophiia; lejstoaraa; tsjfKosy; lyme di«««; malnria immiinQgan; messles; (naoinptis; 
!»e»sg<Ksocca}; Meaiiifococcai pal)«iiceh«ride gn>^ A; Mmtngocoocsl paiysacebande 
group C; m«a^; issntpe vims; myeoincleii^ Mycobacterionv tatmcudtjata; Sitetiaena; 
NetsiKdji gonontea; Keisaetia memngittdijs; ovine toogue; ovias eoc«pha!itis; 
papilloma;: parais&Kma; paismysovinuea: Pettoass; pi«%^; pneomococcua; Pseimiocystii 
carisii: paeamonia; pQUbviros; proteos ^tedea; Pseiidontenu jtemginara; labies; re^intoiy 
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syseytsa; vma; rotavsTos; rubsSJa; saunoneSJaa; scbsEositrajs^is; slugeJlas; sntnias 

SaxptiKMxxus pit«mot»aB; Streptococcus pyogcaes; Streptococcus j^des; $wine inUuenza; 
letanas; Tjrsp«offlnapaihdum; typhoid; vacciais; variceila-zostear vaus; tasd vibrio cholcfse, 

ABfi-mjcrotiai peptides mckding, bar mi limited to, bufijras I; bu&rm II' (seoropin A; 
cecropm B cecrocm PI. potcme, gdegunn 2 ^aia ragosa' ^asguno 5 {Rana nigosa). 
mdolicsdin; protesgnft-(PG)-I; magattua J; atid magainia 2; and T-22 {Tyr'*'^ Lya'j-poiy- 
phesmuian peptide. 

Apoptosis rs&ttd peptides iacladiag, but not iinsited to, Aisisc«ner'» djsm« beta- 
protem {SP28}; eaipjaa tijJKbttor peptide; C3|>saae-1 Mabitor V; capsase-J, substrate IV; 
ca^M«-l mhibitoT I, cdl-penneab5e; csapase-l iftiabifor VI; ciisp&se-3 substrate HI, 
QuoTOgmc; c«3ps56'l $i&$tnite V, Sattrogtsntc; casjiase-J tabibstor U c&ll-ptmeslbki 
easpase-fi ICB inhibitor ffl; JDes-Ac, bbttnj-lCE inhibitor IH; IL-1 B coaveasBg enzyme 
(ICE} ishifeitor H; IL- 1 B converting «i23«ite (ICE> sabstnae IV; MDL 2$m; and MC5-i32, 

Asriai natriuretic peptides tnciudsng, hut not {sinited to, alpha- ANP {sipha-chAN?), 
chicken; anan&i; AKP lAl.m; ANP 8-30, tog; AOT U-JO. Scg; AKP-21 (lAMP^t). 
feagj AN?-24 frog; ANP'30, ANP fia«m«tf 5-28. hitmaa, ca«tne; ANP-7- 

23, htmum; AKP fraj^sst 7-3S. human, csasite; atplt&.atdal jumitirefic poiyp^tide 1-2$, 
bttman. canine; A7l$iS, nt; atriai aatraatsae &ctor 8-33, r«(: atdat sairiscetic polypeptide 3- 
2S, feviroan; striaJ BStcturetii: poiypeptide 4-28, bumati, csmjce; atdai aatriursu'c poJypeptide 5- 
27; humm; atria! tsatiiaretic aeptide (AHF), eei; attiopeptin I. rat, rabbit, mouse; atjic^tia 
U, mt. itibbit, mouse; atiispepiia IS, rai, taS^it, mous^ a&ial mlaiutetic factor (rANF), rat, 
atirindin A (at ANF 126.149); awiculis B {r»t A3NF 126-150); beia.ANP<I-28. dimtr, 
aatiparalfcf); beta^ANF 17-48; l»oti»yl-aJpba-ANP i-28, hmaa, caniae; bSodjiyl-attjaj 
iwtrimetw factor C»ioti«yi-f ANF), rat; sardiodiistiii 1-15, humaii; C-ANF 4-23, rat; D«i- 
[Cjs'**, Cj»'*']-atrial aatri«resi« fector 104-126, rat; {K4«(0)'^3 AK5> 3-28, iiaruaa; 
CMiar'^AlalANP 7-29, amide, rat; p»pro-ANF 104-116. homm prepto^ANF 2«-55 
(pto/im i-30X htiman; pre]S!0-ANr 56-92 ^ANF 31-fi?), busno^ prepto-ANF 104.123, 
buuian; [Tyi^J-attiop^ta i, tat, rabbti, stotHe; n'y»^*a'ri<!¥<¥tm 2, rat, rabbit, mouse; 
PCiT*3-p«S>r« ANF 104-123. human; urodtlstiB (CDD/ANP 95-12S}; veitiric»lar ttatrittreac 
p^tide (VKP), eel; a»d vetUricuiat «»taia«ic peptide fVNP), raiabow tpout. 
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Bag ceUpepti<tes iacludiag, but f»t iitnitsd alpha bag c«iS pspticfs; alpha-bag eel! 
peptide l-S; lOpfea-bag ccli pejptide 1-8; aljdis-bagcail peptide 1-7; bem-!jag csJl factor; and 
gaipnsa-bag ee!! Item. 

^mhma pep^des iscfudmg. but ttoi limits to. ai^»-si catetn m -l Zi (bovum 
iai&); biorjRyS-borobBsCu; bombesin 8-14; botnbestn; {l«tt"vjm {CH2NH)Leu'*3-*ej»besia; 
[D-Phe*, Des-M«t'*3-lK»Hbe^ 6-14 eshyfenu(te; tmx**l btwabBsiit; [PPhe"^-*}- 
tXBntwsir, tTyt*5-bei8beiBii; and JTyr'^Phe^j-bombestii. 

Bone OLA {teptii^ (8CH>) fnciudinft but mt fiisitec! txt, hem OlA ptoteia; hoot 
GIA proteia 45-49; fGla'^ Gla^^J-osteocateia 1-49, hamsj^ myclopiqttide -2 (MP*:^; 
ssJeocaJcin 1-49 hamm; osteocatein 37-49, kiman; and (Tyr". Phe*'^"'**] bone GLA piotem 
38^9, human. 

Braii)4drtta peptides iiwlttditig, but aot limited to, (AJa"'*, des-Pto^l-todyScimn; 
Itntdykidn; bradj^ciBja (Bow&j. Cat); Isfsdykamn pojetjtjatijjg peptide ; bnd>^dj)i3a J -3 ; 
biadykiab 1-3; fetadjlunsn 1-S; tawlykiuffl 1-7; btadyfcinin 2-7; biadykitiiD 2-S; [DPlie- 1 
bredykmio; J]Des-Aitg*JJbt«dy!d?5tn; n>w-Arj'*]-Lj«Jbr8di0£Mtt(P«shArg'*]-kslUdi« [D- 
N-M«-Pte^}-btM>*iaitt; [Dsa-Arg*. Lcu*}-ljtsit>kinia; LysAtr^iami {kaHicfiji); Lys-fDss- 
Arg^I^•J-^Jr8d)fld«aa{p>«-Arg'^Lca*}-ka]^i4^n); [Lys'-Hyp'j-bradykkio; ovokinia; {Lys", 
AJa^J-bradykfean; M«t-t;^-bfa(l3*ats«n; peptide KIZ biadyfcjian potetttiatitjg peptide; 
r^))PW-*3-%«i^cji»n; T-«aj» aie-S«-lw«dykjflia); [TM'-*, D-Phe^J-bradykimn; [Tyr'^- 
bradykjaia; [Tyf*i-»s!8<iyJeHa«; [Tj«*]-*«ad)*Jaia; sad kaUacrein. 

Stain aattiumic p«pttd«s 0,NF) iodsdittg, but aot limited to, BN? 32, canine; BMP- 
like Peptide, eeS; BNP-32, iwjiw; 8NP-4S, mouse; BHP-2^> poteiae; BHP-32, poiciae; 
bioJiH}4.BN?-3:2, potcins; B^fP-32, rat; biot«y!-BNP-32, tat; (BMP 51-95, 5K ' 

eaKiiac nattiaretic p^tide), rat; aad fTyr^BNP 1-32, bttman, 

C-p<[9ti<ies mclttdittg. but not ttmited to. C-pepdde; ami tTyt'^-C-pf^tide, hisaan. 

C-Jjpe latfiiswic p^ds (CNP) inctadtng, but rust IMted to, C-tyjw osftiuKdc 
IMSptid*, cijickea; C-typc aatdureiic peptide-22 (CNP-22X pojctne, rat, itimmn C-type 
jat(iu3srtjepejrtJde-53 (CNP-S3), hmnaii; C-typc natriuretic pq!ride~53 (CNP-53), porelne, 
wt; C-type nattiwetic j^tld©-53 (porcine, rat) 1-29 (C3^53 1-29); pirepro-CNP 1-27, rat; 
prqMS^CNP 30-50, pesreioe, lat; vasotjMnn peptide (VW); utd pr3a*3.C-iype satriiaretic 
peptide-22 (jT3«*3-CNP.22), 
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CaktttfiiB peptides inc!«dSr;g, but mt iknmd to, bio!isy{-caidtoiu», hsjmsn; biotioyt- 
caiciionsa, of; MotiGyJ-caiidtooin, satoon; caScji<SB8, cHtiken; calcitoaia, eel; caidtonis, 
fauaukn; «alcitastn< poicira^ csMtanla, t$Xi caki^tmia, satoon; catestonm 1^7, h«tatan; 
esteissMjia S-32, satoon; Jratscslem (PON-Sl) (C-pracaJeitonin); and N-proCT (mma- 
tejKstnai procalcfjaam eieavage pcptids), hmtm. 

Caisitoain gene related psptides (CGRP) mclttdmg, bui mt &niiei3 to, ac«ty!-aiph»- 
CGM 19-37, hmm alpM-CGRP 19-37. hamsn; aajte-CGRP 23-37, human; bmmyh 
CCSRP, bmmi biotia^-CraiP H, hmm bSotitiyi-CQSP, ra; beta-CGR?. rst, b jotsayl-btts- 
CORP. rat; CORP, aa; CGRP, tmam; caldtooia C-»«B»tnai aJjaeat p^ficte; CGRP 1-19, 
hitraaa; CGR? 20-37, hujnso; CGRP 8--37, hnsaiiBi; CGRP S. hianai!; CGI?, ran CORP S-37, 
tai; CGBP 29-37, nit; 03RP 30-37. rat; CC58P 31-37, rat- CGSUP 32-37, rat; CGRP 33.37. 
m; CGRP 31-37, lat; {CCys(Acm)^^3-C<B??; <Scato»Bi; rr>t^-CQRI'. hwman; {T^*]-CGRP 
a humsj); tTyt*]-CGR? 28-37. tan tryt*].CGai». nft and frjr^KOSP 22-37, rat, 

CART pqpttd» mctading. but m. \ktut6& to, CART, htumn; CART 55-i(K, hwnan; 
?ART, rat; ancl CART 55-102, m. 

Casemocpimi p^Udes mdading, hvd tm limited to, b$ta-casomorphii\ humac; beta- 
cssQnsarphiB t-3; bm-easooiotplBti i-3. asiMe; Iscta-cwKmicttphHt, hovine; to3.-ca»)mt>Tphu; 
1-4, bavme; beta-easoBUUi^ 1-5, bovine; bets^ewomotiiimi ma^. hwk»-, hm- 
easonaMphin 1-6, boidue; pJAla^J-beta^aicmoqiSaa !-3, utude. iKWJie; p)Als',Hyp*,t)sr'> 
beta-casomotphin J -5 ismide; [DAJa^,I)?io*,Tyr'}-l«S»-cssomoiphia I -S, aa«d«; 
[DAlalTyr'l-beta-casotnotphin 1-S, amide, boviae; [DAJa''\T}(r'|-l!eta-CBSOtiiDiphm J-S, 
aBjida,bo^e; {i>AlS^ (pCQPhe'j-betSKiisotiiotjihm, amide, bovine; PAia'j-i>eta. 
«M«Baotphm M, amide, bovii«5 pAla^J-bea-cascmcrephifi i -5, tovina; pAla']-beta- 
cssKonoiphin 1-S. sttttiiSe, bovine; [DA!«*,Met*j-b«a-c8«otttot?}aa i -5, bevme; |0?ro^]-bet«- 
cs»«8!KpiuB 1-5. amide, bovice; pOAfe^j-bam-CBSoroarphm 1-6, twvioe; 0>P«>^]-b«t«' 
cssomtai^HH M, assiile; p)«a-Tyi'3-b«tsw;«s<»t«»iitfB, bovine; [DAla^^Tyr^J-bsta- 
eas»«a»rpJ»n 1-3, amide, bovine; (DAk*, ^l)?he^Heta-casomorpfti», amide, borne; 
p3Ala'j-fcetar«as(>Hso!plKn {-^ Msjide, boviae; [DAiA^l-beta-casojcorphjis 1-5, boyioe; 
[DAla^J-bda-cajomoiphia 1-5, mMe, boviae; £DAla^,M«*']-beta.-cas<«a<5?i>hin 1-S, bovine; 
pite'l-iseU-casomoijthiB i-5, »aa<fc, bovsae; P3AIa'3-beta-CKK»noqrfiia l.<Sibovj3»; 
fDPro'j-beta-casomorphin 1-4, ismiite; p(»-iy']4»eta-«a»mon>has, borne; sod [Val'}- 
bcta-casomoipittn 1-4, sjrdde, bovine. 
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Chtanotacttc peptides mckding, but act \hm\ed to, de&BSm 1 ^aman) HNP-i 
(bucisn neaaophii and N-&tmjS-MiS-LeB-Phe. 

C3>oil«cystofem»E (CCK) peptides metadrng, ljut not Kasted to, eaaruiBia; 
eboteejstokSnfc; chfiaecystoknaa-pancrwzyjaiis; CCK-33, hvtmm, ehotecystoidam 
mspep&de i-4 (mrifmiM^) (CCK 26.29, imsal^ed); chokcystofcMti csctajj^ptide (CCK 
26*33); cholflcysttjkidn oct3p<pEi«te {noo-sujfat«d) (CCK 26 -33, uasiiifated); choSeci'stolcima 
beptsijeptide {CCK27-33); cfeoiecystofcink tctrapeptide {COt 30-33); CCK.-33, poreme; CR 
1 409, cbokcystcSimn antagomsu CCK ikidsing jsqititje <iiasui£»ed); K-acetyl 
choteeyaeJdnin, CCK 26-30. SBlSsied; N-acetyi eholecystokiBia, CCK 26-3 1. saJfaKd; N- 
«:Myl chotccysJoldidR, CCK 26-31, aoa-sn!&tt6; jw^io CCK fisgmaat VS-M; md 
pfroglamide. 

Coloay-^ttmalatiBg ftetor peptidw iuclBdiug, bat not limited to, coicoy-stimuJatiag 
mat {CSF); <MC^; MCSF; and G-CSF. 

CDtticortropia nslessiag factor {CRF> peptides isciudrng, bat not liroitwi to, a:Sr«ssia; 
alplis-heHBaJ CRF 12-41; bioiinyl-CSP, ovine; bioiiayl-CBP, human, rat; CRF, bovine; CSf , 
toman, rar, CRF, ovin«; CRP, porcioe; {Cys^3-Ca5?, human, mt; CRF ajiJa^just {aSpto- 
h«)ical OJP 9-41); CRF 6-33, hijman. tat; fDPio^KRF. 0>-?te'^ Nle^'-^l-CR? 

12-4i, bamaa, ral; eosinophaotactie peptide; pMef(a)^'KRf . JMe^Tyf^J-CRF. 
ovifte; pKspro l25-i5l, huwoi gaovagine. ftog tTsT*}-CRF, J»anan,jat; [Tjt*1^RF, 
ovine; [Tyr']-CRF 34-41 . avme; (Tyr^J-urocoaiji; laocortift ansde. hmm uro«ortin» tat; 
W9team I {Catostomus coaun««Hki); uroteasia !I; and urototsin 0 (Rana ridibtmda). 

Comatariii peptides tficludiug, hnt not i»m(«d to^ etKtwtatia 29; conistslin 29 (M 3); 
[Tyi^-cortisiaiia 29; pro-«ort«taii» 28-47; and pio-oortij«a!iii 51-E.L 

Cytokin* peptides inciudaig, bat eot Vtmtai to, tanwr aeerosis fccJot; and £««or 
js«as>sis &ctor-P (IW-?). 

t)exmoiphi& ]K^de> iiutiidtng;, but sot Ismted ta, detnKHp]^ and di»tnotphis maSag 

1-4. 

DywM^iaK ih^«s inciading, biit not Simitad to, htg dpioiphin {jprodynotphia 209- 
240). porcine: biatidyt-dyaotphitt A {b]Otinyl-prodysetphm20St'22$); [0Aia*, DAi^^]- 
'dywapiBB A 1 - 13, porsiae; EP-Ala*l-d^iphia A, jMsreios; [D-Ate*H?no(pJ!«i A wtside, 
perwne; |l>.Ala*]-d>a>tj>liia A M3, toaide, potcSaB; (D*Afe*H>««»l*«> ^ potcine; 
CDAtg*3-dynfiiphia A M3.porelQc; [PAf«']-dyn«j*mA t-i3,p(Mttii«!; pSes-T^']- 
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dlynojphiB A i-8; [D-Pto'^yBDrphia A i-U, pcrcitis; ii>'norpht!i A sxni.ie, pomm; 
dyacsphia A J -6, fwreme; dyinMphin A i -7, porcme; d^jcsphm A 1 -8, pojxfaie; tl)«s>rptea A 
1-9, !K»:ciiie; iymnpim A l-tQ, pDtmti (iyaoqsto A aoide, jjonaiiR; djnotpbut A U 
i t.pojcaae; dyaorpbin A l-U, porcsne; djjiorp&Jtt A l-l3, porcine; djnorjilsin A M3 amide, 
pofcins; DAKXI (dj'SSorpilio A-analogue kappa ligansi); DAKU-bjotin {tAj:s;'*''^>iiyiJOij)hia 
A (l.t3>Q!>'-NH{CH2)5NH.J)!ot5n): dynorphin A 2-17, pamim dyBStpias 2-17. amide, 
porcitw; Jtynots4a« A 2-12, pcaeuw; dynoiphia A 3«i7, j«njdc,|»Hime; dya<aphi« A 3-8, 
porcme; 4j»»qrfua A 3-13, pordwj dyno^un A 3-J 7, jwrcSa*; dynotphin A 7-17, pofcme; 
djmiMphiii A 8-17. poreinr, djwotpijia A 6-17, po«iia? dynotjriaw A 1 3-! 7, ponaoe; 
(ivfiotphiti A (pfwJytwnihin 209-225), porcioe; dyaarfkm B 1-9; (MeTyr', McArg^, I5-ieft*]- 
dynorpbin i -S echy! amide, ffTiMeyryr'] iymtphkaA 1-13, asatide, porcine; [P'ae')-dyr)orp5Ba 
A 1-7, j>orcij»i fK«'}'<JyaojijhtB A 1-7, aoude, ponstae; aad pfodynorphia 228-256 
(dywi^a B 29} (iflumixphmX pordtie. 

Bidoti^ pq»tkfes iaclodtBjg, but fiot Ikiiiad to, alpha-fl 
nco-ojdotjj&ai; Afl-b«a-«adoti>fcHi, cnnel, bovuu^ oviise; Ac-beta-endoipMn 1-27, came!, 
Ixmait, avtsmi Ac-b«t»«tik»pitm, Iuuosb; A<!-b«ts-«:(d<»plui) 1-26. ibumsn; Ac-toit- 
ead(»p^ 1-27, bamaa; Ac-jsaiam»^da|«lHi» (Ac-tMstat^HpotRijun 61-77}; acetyt-slptia- 
«ad«q|^; ai(»biH9edei!>isia(b«tjh]ipotrcpin 61-76); tapba-aeo-eiidotpliin analog; )dp!tft-n«>- 
«ad(Wp^ i-7; [Aig'l-aipiut-neo-eadorpttta 1-8; betftn»Hioiphin{b«ta-1ip<itropm 61-91), 
camel, bovine, ovine; beta-endotphin 1-27, ctmel, boviae, mm; beta-endOi^shiR, equins; 
beta-endo^hin (beta-iipcttopin^l-Sl), buniaa; fc«ia-«!ndorphin<l-5) + (16-31), }tamaa;b«ta- 
endO{pi]i& I«26, hmm; b«ts-ettdi»phin l-27,}iun)S); t>et»«9iiioiplim ^31, hmmi hm- 
eadotpfaia hmm^ twla-endo!!^ poicihe; bet»-«KSoipti». m: b«tii-%otrop£a i-lO, 
poreiae; bete-lipotH^ifi 60-65; beta-j^poart^ 61-64; beta-iipolropia 61-69; b«t*-iipofti(qiitt 
88-91; biotiay!4)«t&-Mdorphiji{bt<)&yl-b«t*-lipotropia61-?l); 5iiocyt58-b«5a-«sdoipfeia, 
iiuBian; gaatma-eadofpto (heta-iipotKjpia 61-77); {DAla^j-aJphs-seo-eftdotphm 1-2, made; 
fDAte^-i}«ta-iipoSrt»piB $1-69; p,^a'j-g«awn8-«»dosplsm; [Des-Tyr' j-beis-^rKJcstpbia, 
bmsmi JDes-Tyr '3-ssmnia-e»d<xphin OMta*fipottq>ni S2-77); [Leu*3-beta-jmdoiphm, oaisel, 
boviae, ovitw; [Met*, Lys*j-«lpba-Heo-ej«lJsirfsm 1-6; CMet*. Lj^**'j-»lpi3»-tteo~fia<)OEplsm 1- 
7; Bn<i [Met', Lys*, Arg'j-alpha-aeo^oipltio 1-7. 

EtidotijeiiB peptides incltadrng, botnot !smt«d to. endotheUn-l <ET-l); eadothelia- 
i pSiotin-Lys*}; eratoAeUa-l <1-1 3), hamaa; emiothefia-1 (i ■ 1 SX a»»d«, hnmas^ Ac- 
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sodottelte-I {16-21), baman; Ae.pTip'i-«Kdothelin-l {iS-2!), burssa, ;A!a'"']-e!ido£he!ia- 
1; {Dprl, Asp"}-«idothciin-l; [Ala^l-cadotfaclia-S, human; {Ala"j-eadofceKa4,hs3B3n; 
tAsa'*}-<»d6iheJ«>.i, human; p.es-70M|-eodo«heFijiJ B wcsptor aatagenist; Suc-fOk*, 
Als'^^l-^adotheJin-l CB-21},IRL-I620; endottelin-C-tenainat tis^ptide; fD-Vsl^^J-big 
eadothfiiuj-l {16-38), hiaaan; et4othe!m-5 (ET-S), hvmn, cmm: er.doiieik-3 {BT-S), 
haiaaa, rat,pi>rcme, rabbit; bto5jnyS-«ni.toE&«liE-3 (biCinyi-ET-J); prepro-wjdothelia-J (M- 
i.09), porcine; BQ-St8; BQ-6I0; BQ-7SS; caxfetheliiKB-depetKieat relaxatSaij actagotitst; 
mimn-. EEEL-t038; iKC-30 1; JKC.302; PD-l«065j ?D 142«93; sara&toxin S6a 
(sSractaspts «sigad«3ei3s»}; sarsibtoxin S6b (atrsetaspis eagadthaisis); sBta&toxin S6c 
(ttiractaspis enpddensis); [Lyi^l-saia&tiKcm Me; mafatoxki. S6d; big esdflihe]ia4, huam 
WiMsn^^-^ig eoJoiheJin-J, isumao; «sloateIss-t {3-39}, pwcise: dig ejMlojheiai-3 S22-4i), 
auidt, faui»8s; big ttkbtheliii-I (22-3S% nt, big «Bd«th«ii&-l (1-39), Itovme; big tsidotbelBi- 
I {22-39). bovine; bij eadothoiiB-i (t$-3SX ttuarafi; big «(Sd6lh«!i(i-t {22>3$), tsmm % 
endoflieKa-2, hwnMs; big e»dbUtetj»-2 C3t2«37), htroan; big enttoiij8ij»«3, bi«aaa; big 
etJdothstjn-l, porcine; big endctheJin-l (32-39) {pr^fD-amtotialin-l (74-Sl)); big 
endothelin-1 , rat; big endotheiii)-2 (?-38), bum*ii; big endotbeSm-S (22-38), iumau; big 
ffiidoih4im-3, rat; bbtii^-big eadothelia-l, ismm and {TsT"*}-ijrq>t(»-eBdQthrfia (110- 
130), sonde, hunuta. - 

ETa vstx^ mti^xM ii«9tld«9 incKtdiDg. toti aot Hmtteii to, [BQ>123]; 
fBE182S7BJ; {BE-m57AHW-7338Aj; [B(^4«5]; mi393i?; PI>.i512«; a«dTTA-3S<. 

ETb receptor aatagoaisi (wptidss awla<li»g, but not limited to; tBQ-3020}; piES-701- 
3J; and tlM.4 7203 

Snfe^baiiii {leptidea inelttdiag, but xwt Innited tOk n^aoipiHii, itcitt; smtibiphin 
{fin»«tkqibaiinA{t04-129>NH3Xbovi»e;fi^ . 

dodecapeptide}; BAM-22P ^viije adreaal metfuila docosapqjtide); beazoyi-Phs- AJa-Aij; 
6t*«phalin; [IJ-Ala*, D-l<!o'}-cnkej)hsJin; fD-Ajs^ O-Met'j-ssskqshali!!; [DAJa^l-Leu- 
eakephaKa, mide; PAk'^eu*HAjrg*3-«»kepisaiiti; p)es-Tyr'4>Pe»"'^]-«akejAa5iB; fDes- 
TST'^^SPea'jPai^l-eDJt^baljB; tI)«s-Tyt'3-L*tt-«nJ«phalitt; [D-Pw^'^t-attojiJaiai; [D?«t*,. 
Pe»'3-esjScei(baJis; cak^alinase TObsttste-, [D-?en*, pCt-Ph«*, 0-Pea*l-eek«pi(sJia; I^- 
eskeplialffi; teu-enkepkalm, amide; bioJinyl-Leia-safa^ii&fe; fD-AJa^jf-Leu-eatesphaliJi; (D* 
Ser'l-Lai-ettkepiialin-Thr (deJts-r«:cpicrpcptia«) (OSLET); {i>Tbr']-Less-«nk«phaljn-'n» 
(DTLET); [LyB*]-Lett-«nk<i9pt5aitn: {M«t*,Arg*3-enki^rfialjK; [M^,Ais*}.«^haUnrArg; 
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P*4«t',i^*J*he']-enkepha(iii. amide; Mtt-^akephaiin; fciDfeyl.Met-esskqshaito- [D-Ak*|- 
Met-«akephsSa; |l>-AJa.^5-f**«*-*n''aspb«itn, aaude; Met-edcephaiia-Arg-Phe; M«- 
eok^ihaUn, amide; |Al»^>M6l-et&e}jhs&j, atdde, pNfle^.fto'j-faakepijBim, a>Bj<fc; iXSttp*!- 

adreoai p^^ptide E, bbviaes p«j>tide F, boviae; pr^rosnkephsJia B 186-204, haiaati; 
^awipbin, Iwvine; ami thiotpSan (D. L, J-jn«cs9te-2-b«szy{pio{ja£ioyi-g!yome). 

FtbRsneetin peptides mcioding, bat sot ttmitet) to plmlti. raesor-4 (53-70), human; 
edusiatot (Echts caiinates^ £, F X idectiaeoiaerved regkm; fibroiwcik amitog; 
fibrosectia-bsasfifig jweteia; fibdoopsptide A, hutaac; [Tyr*|-fibriiK^iide A, laimaB; 
fibtMsopeptide B, hamaa; [GSu'J.fibnnopeptide B, human; [Tyr"}-fibriisojwpSida B, hanSB; 
fibrim>g8ii beta-chain M^ent of 24-42; fibnnogen binding inhibitor peptLde; fjbfojjectin 
leiaied pepMv (oo!3ag«5 biodiag feagmeBt); fibriaolysis inSiibitiag fector; FN«C/H-i 
(fibronectin hepisrio-bittding frsgmeai); FN-O'H-V (fibroisectin hqjatii^biBdSag fisgmcot); 
iscparkk-bixiding peptide; laminin {wsnts peptide, amide; Leu-Ajsp-VaJ-NH2 {LjDV«NJEiX 
faumaa, bovine, rat, cWcken; necrofibtia, human; nscrofibiiB, rat; and piateiet reembrane 
glycopttjteia UB peptide 296-306. 

Gaiaaiu peptides inckdiag, but not iimsted Js>, gaJatiin, bUHssw; gsisnin 1-19, liumaa; 
prepfogalanin l«30,humw»;ptt^gds«jBi55«88,httmaa;pr«ptoga1ani»S9-J23, haman; 
gaJaain, porcine; gsiamn 1-16, patriae, rUi &Sssm, m; bic»iir.yl-|atanin, rat; ptepsrogalaniii 
28-67, lat; galamo l-ta^adykima 2-9, suwd*; M40, gaiam I.13-P»~Pio.(AJa-Utt) 2-/y»- 
amide; C7, salanin MS-spsntidiHumds; GMAP 1-41, anudc; GNfAP 16-41, amkle; OMA? 
2S-4}, atnide; gii]jmiid«; iutd«nt«m-ka;»inm. 

Outiin peptides Includbstg, bet oot Md\ei to, gjistnn, c^ticto; gastric inhibit^sry 

(GI?), bumaa; sastrtn I, hmm; biotisyt-gasirin I, bumsit; big gasttia-l, htanm; 

poiiKpepiidei (QIP). potcine; gastrm xettssKinj; p^de, ponaEs; biottnyt-gastna ttsteani^ 
p«p^, pcncioe; gaatna nsteassns peptide 1 4-27, p<»rct»e, btiasati; itfck gastiin, lat; 
pttttagssirtti: gas&ie isbtlitbrypi^de 1-30, percine; gastric itdiibtt<Hy peptide 1-30, Btxdkte, 
po«:t>»; tr^-gastds a:iiHt»totyp<|>tide 23-42, banmn; and gastric ti^bitory peptide, rat, 

GhicagoD peptides aictsdiGng. but tiot limited loy (X>e3-Bis',GU)*l-gtw»tgo!u extsmiin- 
4, ^cigOA, hmaoi biotii^-'glucassi!. imasai gbicagsoa 19-29, hmmi gluca^ 22^2!^ 
l»ans»; I>e6-HI^'-^<3^tt*^^tJC«gloa, aoakle; jJocai^tt-aiee p^de 1, iaddt (pc^^ucagoB 
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72-iO?, auiids); ghjcagon-tifce peptide 1 (prsproglucagOB 72-30S), hsasa»i gtucagpn^ike 
peptide 1 (7-36) (jasprogltKagon 7S-10?, amafe); g!ae^n~Jike pi^jtidc H, m; Ummyi- 
glucagoB-fite peptJ«!c-l {7-3^ (feiJJtoji-pa^glusasoft 78^ 5 07, anude)} ^agoa-!ifc« 
pepticte 3 {pjefsroglucsgem 125-159), feamaas; ojsynteniodaliB/gtBcsgoiJ 37; srad vsiosfa 
(peptide VQY), porcitss. 

Gn-Sli asjiociated pepiidss (GA?) incltiding, bw not imiisi to, Gn-RH associated 
peptide 25-53, Mmsas; G»-RH aasoeiafel pt^dc J-24, teansn; Ga-JtH asscjcjatedjseptsde I- 
13, human; Gft-KH i»soctat«ilp«ptid« 1-13, rat; gDitadotticpinnldising peptide, follicular, 
to8n«j; JTyi'l-GAP ([Tyj**J-<ai-RR PrecuaorPeji&le 14-69), haaran; and 
ptoopiomeisnocortm (POMQ precursor 27-52, porcine. 

Growth fector peptide* i(«!lBijin& bat not Jimited to, cell growth factore; epistetwal 
gmwfli acfow; tamor ^wth fector; a^piw-TOP; twtt-TF; »lpha-TGF 34-43. mi EOF, 
Jiumaaa; acidic fifensblast growth fecsfw; basic fibtoWsst srow* btstor, basic fibroblast growth 
fiKlor 13-18; basic fibtoblast gtowai i8c»r 130-125; bf^dsiivssd aciiSc fibtobitB* growth 
fector 1-U ; btaiB <5mve«} basic fibrobSast groiirth factor J -24; brain derived acidic fibroblast 
gmfikMux 102-111; (Cysi<At3n.^'*')3-epidennai growth factor 20-31; ^fdejmaJ ^owth 
jSactOT receptor pqstide irssaSa-lste jpowth fiwter (IGFH chicJwn; IGF-J, rat; 1C5F«I, 

l»im«m Des IGF*!, Iiamsa; K3 IGF-I, humsa; IG {GF-I. bumaa; k)!ig£3 IGF-I, human: 
at^avaot peptide analog; mcaad&me peptide; Des (I ><) IGF-B, htstum; R6 IGF-H, biM&tt; 
ICSF-1 anatogo^ 1<SP I (24-41); IGF I (57-70); IGF I (30-41); IGF H; IGf 11 (33-40); [Tyr'^ 
IGF H (3^0); liver cei; growth &ctar, mtdkine; mkikitti: 60-12 1 , hmo^; K-acetyl, aXpihu- 
TGF 34-43, methyl esur. m; aKcve groni^ feotor (NGF), mouse; plwetet-derived growiii 
iSwson plaielet-dtsrived gtowtii &clor antsgorngt; trans^smisij; ig^wth iai^-^hft, boman; 
jtnd b'SBtsfbRsing jgcawlh ^Ktor-I, rat. 

Growtin hotmone peptides iacluding, but not limited to, growth hornione (hGHX 
bama»u growth honnone 1 -43 , buman; hotmonc 6-13, bianan; growth hotraotis 
releasing factor, bmnsR; gtow& borttume releasing fictor, bosiBc; growth hennotie reJeasjag 
factor, potT^iEie; growtfj bornscne releasisg fector 1-2*, amide, lat; growtS honHOBe jsro- 
reJeasing factor, feaaaa; biodajd-growtb hotmMW reieaafcg fec»n Imman; growtb hcnjKBW 
leteasiBg faciw i-3S, atasdei, himaa; p)-Aia'}.groiwft honnoBejielessajg factor 1-29, aru^ie, 
httnuat; tN-Ac-Tyt'. D-Aqs^l-GRF i-29, fflnide; [His', Nle*'>gtowtk hatmm leleasiig^ 
fsfltor 1-32, amide; grow* ttoraaroe releasing fseSot t-37, imm; growth tonsone rdeasittg 



